Association of plasma urokinase-type plasminogen activator and its receptor with clinical outcome in patients undergoing radical cystectomy for transitional cell carcinoma of the bladder.
The urokinase plasminogen activation (uPA) system plays an important role in tumor invasion and metastasis by mediating proteolysis, adhesion, and migration of tumor cells. We tested the hypothesis that preoperative plasma levels of uPA and its specific receptor, uPAR, would predict cancer stage and prognosis in patients with transitional cell carcinoma of the bladder. The study group consisted of 51 patients who underwent radical cystectomy for muscle-invasive cancer or Tis, Ta, or T1 transitional cell carcinoma refractory to intravesical therapy and 44 men without cancer. Preoperative plasma levels of uPA and uPAR were measured by enzyme-linked immunosorbent assay in patients with available samples (51 and 38, respectively) and correlated with the clinical and pathologic characteristics and clinical outcome. Plasma uPA and uPAR levels were both greater in those with bladder cancer than in the healthy subjects (P <0.001). Plasma uPAR levels were greatest in patients with metastases to distant lymph nodes (P = 0.042). Preoperative uPA was independently associated with metastases to regional lymph nodes (P = 0.017), lymphovascular invasion (P = 0.019), disease progression (P = 0.030), and death from bladder cancer (P = 0.038). uPAR was not associated with bladder cancer outcome. Plasma uPA and uPAR levels were greater in those with bladder cancer compared with healthy controls. For patients with bladder cancer, a greater preoperative plasma uPA level was an independent predictor of poor outcome after radical cystectomy.